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1 . This opinion (X)htaiii8 Indicalions relating to the following Hems: 



Basisiof the opinion ; ! . < 
Priority 

Non-establishment of opinion with regard b novelty; inventive step and industrial applicability 
Lack of unity of Invention 

Reasoned statement under Rule AZbisA (a)(i) with regard to novelty. Inventhre step or industriai 
applicability; citatbns and explanations supporting such statement 

Certain documents cited ; 

Certain defects In the international applicitbn « • . ^ . 

Certain observations on the international application 

2. FURTHER ACTION 

If a demand for Intematlonal preliminary e)(amination Is majde, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where . 
the applicant chooses an Authority other than this one to be the IPEAiand the chosen iPEA has notifed the 
International Bureau under Rule 66.1 j»s(b) that written opinions of this Intematlonal Searching Authority 
will not be so considered. ' . 

If this opinion Is, as provided above, considered to be a writtien opinion of the IPEA, the applicant Is invited to 
submit to the IPEA a writtisn reply together, where appropriate, with arriendments, before the expiration of ttiree 
monttis from tiie date of mailing of Fomi POT>ISAe20 or before the expiration of 22 months from the prtorlty date, . 
whichever expires later. 

For further options, seeFonn PCT^SA626; ■ . 

3. For further details, see notes to Form PCT^SA&20. 
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WRITTEN OPINION OF THE ' Intemational application No. 
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Bo<NoJ Basis of the opinion f. 

1 . With regard to the language, this opinion has been established on the basis of the intemational application in 
the language in which it was filed, unless dthenvise indicated under this item. 

□ : This opinion has been established on the basis of a translation from the original language into the following 
language , which ;is the language of a translatioi;! furnished' for the purposes of intemational search : 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide andbr amino acid sequence disdosed in the intemational application and; 
necessary to the claimed invention, thi& opinion has b6en established on the basis of: : 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 
bJonnat of material: 

□ in written fbmfiat 

□ in computer readable fonn 
c. time of filing/furnishing: 

□ contained in the intemational application as filed. • 

□ filed together with the intematiorial applicatjon in computer readable form. 

□ furnished sutisequently to this Authority for the purposes of search. 



3. □ !ln addition, In the.case that more than one version or copy of a sec^ence listing andbr table relating therptQ 

has been filed or furnished, the required statements that the infomiation in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were fumished. 

4. Additional commente: 
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Box No. II Priority 

1 . B ; The following document has not been furnished: 

B copy of the earlier appllcatioh whose priority has been claimed (Rule 43AfiSLl and 66.7(a)). 

□ translation of the earlier application whose priority has been claimed (Rule A3bb.1 and 66.7(b)i). 

Consequently it has not been possible to consider the validity of the priority claim.:This opinion has 
nevertheless been established on the assumption that the relevant date is the claimed priority date. 

2. □ : This opinion has been established as if ho priority had been claimed due to the i&cX that the priority claim 

has been found invalid (Rules 43bisA and 64.1). Thus for the purposes of this opinion, the international 
filing date indicated above is considered :to be the relevant date. 

3. □ It has not been possible to consider the validity of the priority claim because axopy of the priority tiocument 

was not available to the ISA at the time that the search was conducted (Rule 17.1). This opinion has \ 
nevertheless been established on the assumption that the relevant date is the datmed priority date. 

4. Additional observations, jf necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and Industrial 
applicability . ' . ' : • 

Thelquestions whether the claimed invention lappears to be novel; to involve an inventive step (to be non * 
obvious), or to be Industrial^ applicabie have not been examined in respect of: 

□ ithe entire intemational application, - 

B iciaims Nos. 1 -1 1 and 21 -29 with res|:^;to industrial applicability 
k)ecau8e: 

B Ithe said intemational application, or the said claims Nos. 1-11 and 21-29 relate to the following subject 
matter which does not require an intemattonal prefiminary examination (specify): . 

■ . - seeseparate sheet • ■>.-:-.<yi- - 

□ Ithe description, datms or drawings (!n<edaie particular elements below) or said datms Nos. are so i 
unclear that no meaningful opinion could be fomned (specily): 

□ ithe claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

El no intemational search report has been established lor the whole application or for said claims Nos. - 

□ the nucleotide andbr amino acid sequence listing does not comply with the standard |3rovided for in Annex 
C of the Administrative Instructions in that: 

the written form □ ha^ not been furnished 

□ does not coinply with the standard 
the computer readable form □ has not been fomished 

□ doeis not comply with the standard 

□ the tables related to the nucleotide andJor amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided\for in Annex Obis of the Administrative Instructions. 

□ See separate sheet for forther details 
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Box No. V Reasoned etatement under Rule 43i>l&1(eK0 with regard to novelty. Inventive step or i 
Industrial appllcablil^; citatlona and wptonatlons suppoitlng such statement 

1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: .Clainds 
No: Clkims 

Yes: Claims 
No: Claims 

Yes: ' Claims 
No: Claims 



1-29 



1-29 

■I 



2. Citations and explanatioilis 
iiseparate sheet 



Box No. VI Certain documents cRerf ' 



1 . Certain published documents (Rules 43Ab;i and 70.10) 
arid /or 

2. Non-written disclosures (Rules A3bisA and 70.9) 
see!form210 
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i 

International application No.i 
PCT/GB2004/D02659: 



fifiiltfiOLJU 

Non-establishment of opinion wtthuegard to novelty, inventive step and Industrial i 
applicability / 

Clfliims 1-11 and 21:-29 relate to subject-matter considered by this Authority to be 
covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4}(a)(i) PCX). . < 



Re litem V 

Reasoned statement under Rule 66^aKii) regard to nov^. Inventive step 
or industrial applicat>illty; citations and eiqsianations supporting sucii statement 

Assuming a valid priority of the present application, thei P-documents dted in the 
International search report are not dealt with during the PCT-procedure. 

Reference is made to the following documents: 

D1 : SCOTT R H ET AL: "Analysis of the structure and electrophysiological actions of 
halitoxins: 1 ,3 alkyl-pyridinium ^Its from Callysppngia ridleyi" JOURNAL OF 
MEMBRANE BIOLOGY 2000 UNITED STATES, vol. 176, no. 2, 2000. pages 119- ! 
131, XP002301208 ISSN: 0022-2631 1' 

D27 VAN DER WOUDE I ET AL:."N0vel pyridfnjum surfactants for efficient, nontoxic in 
vitro gene delivery" PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED StATES 61^ AMERICA 1 997 UNITED STATES, 
vol. 94, no. 4, 1997, pages 1 i 6C*-1 1 65, XP0021 791 1 1 ISSN: 0027^8424 . . 



If not indicated othenwise, the relevant passages are those mentioned in the 
International search report. 
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.V* 

'* » * " 

It is clear from the description (s^ figure 1 b and c and figure 5 a, b and e) that the 
following features are essential to thd definibbri of the invention (i e. to obtain a 
reversible pore formatinn): 

(1) the molecular weight (see claim 5), and 

(2) ;the concentration of the sponge toxin (see claim 6) 

Furthermore it should be clarified th'at the present application deals with the fomnabon 
of pores in ss\i membranes. 

Sirtce independent claims 1 , 8, 12 and 21 do not contain these features they do not 
meet the requirement following from Article 6 PCT taken in combination: with Rule 
6.3(b) PCT that any Independent claim must contain all the technical tenures essential 
to the definition of ttre invention. 



Arti 33(2) The present application meets the requirements of Article 33(2) PCT, 

because the subject-matter of claims 1-29 Appears to be new in the sense 
of Article 33(2) PCT. 

None of the cited documents discloses the use of sponge toxins for 
transient membrane pore formation. ^..^ 



Art. 33(3) The subject-matter of claims 1-29 |s not considered to involve an inventive 
step in the sense of Artide 33(3) PCT. 

D1 discloses the use of halitoxin for the formation of in-eversible 
membrane pores, from which the subject-matter of the present 
application differs in that reversible pores are formed. 

The problem to be sojved by the present invention may therefore be 
regarded as how td provide a method for reversible/transient pore 
formation. . ' • 

i 

The present application suggests to solve the problem posed by using 
smaller concentrationis of halitoxin. 
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AUTHORITY (SEPARATE SHEET) ; PCT/GB2004/002659: 

Yet,: it is known frptn^the teactifng of D2 that pyridinium compounds are : 
suitable for efficient transfectidn by forming membrane pores. 



Tal<ing Into account the teaching of the cited prior art the following reasoning ; 
applies: 

With respect to the subjept-matter of the remaining claims 1-29 the 
applicanfs attention is drawn to the fact that there seems to be no basis for 
inventive step within the present application: as filed since no evidence can - 
be found that the features which are novel result in a solution of the posed 
problem which could not have been foreseen by the skilled person. 

Optimizations with respect to amo^ints only kre prima facie obvious. 

It is therefore noted, that the solution proposed in claims 1-29 of the present i 
application is not consiciiared to be inventive in the sense of Article 33(3) 
PCT. 



Art: 33(4) The subject-matter of clainis 12-^ is considered to be industrially 
applicable in tiie sense ot'^rt. 33(4) PCT 

For the assessment of the present claims li-ll and 21-29 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the 
formulation of the claims! The EPO, for example, does not recognize as 
industrially applicable the subject-niafter of claims to the use of a compound 
in medical treatment, but may alloyv, however, claims to a known compound 
for first use In medical treatment and the use of .such a compound for the _ . 
manufacture of a medicament for a new medical treatment. 
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